A 68-year-old female with myelodysplastic syndrome presented with a 1-year history of gradually enlarging bilateral external auditory canal masses without temporal bone involvement. Material from the bilateral external auditory masses showed intraepidermal and dermal proliferation of cells exhibiting ovoid grooved or folded nuclei, fine chromatin and moderate amount of eosinophilic cytoplasm. The neoplastic cells are strongly and diffusely positive for CD1a and Langerin (CD207). A diagnosis of Langerhans cell histiocytosis was made and the patient administered with topical steroids. The patients' response to topical corticosteroid administration was less than favorable.
INTRODUCTION
Langerhans cells (LC) represent a subtype of bone marrow derived dendritic antigen-presenting cells that normally reside in the skin, lymph nodes and mucosal lining of various organs. 1 Langerhans cell histiocytosis (LCH) is a rare disease characterized by the clonal proliferation of pathologic cells with the characteristics of Langerhans cells. 2 Patients may present with localized disease involving only a single organ system -most commonly bone, skin or lymph nodes or they may have multiple organ involvement already at the time of diagnosis. 3 Although they are typically encountered in children, adult onset is uncommon and its association with myelodyspalstic syndrome rarer still. Thus, this unusual presentation may often times present diagnostic difficulty among clinicians and practicing pathologists.
CASE
A 68-year-old female, non-smoker, presented with a 1-year history of intermittent ear pain associated with gradually enlarging bilateral external auditory canal masses resulting in progressive hearing loss. Physical examination showed non-tender, fixed, cream-colored external auditory canal masses obscuring direct visualization of the tympanic membrane bilaterally. Minimal yellowish discharge was also noted from the left ear ( Figure 1 ). The patient was apyrexial, no skin lesions and she had no neurological deficits. Past medical history was generally unremarkable except for a splenectomy for myelodysplastic syndrome.
Temporal bone computed tomography (CT) scan showed soft tissue densities within the external auditory canals without definite evidence of bone erosion. Cholesteatoma or keratosis obturans was a consideration at this time.
Intraoperatively, the external auditory canals were filled with friable soft tissue not extending beyond the meatus. The tympanic membranes were not visible and no evidence of cholesteatoma formation was appreciated. Excision biopsy was performed on the left external auditory canal mass and and incision biopsy on the right with concomitant submission of the material for histopathology.
Material from the bilateral external auditory masses showed intraepidermal and dermal proliferation of mononuclear cells. These cells have round to ovoid grooved or folded nuclei, fine chromatin and moderate amount of eosinophilic cytoplasm. These were admixed with abundant eosinophils. The neoplastic cells are strongly and diffusely positive for CD1a and Langerin (CD207) (Figure 2 ).
The external auditory canals of the patient were then applied with intertulle impregnated with Bethamethasone, Clotrimazole and Gentamicin sulfate (Triderm) ointment. No evidence of systemic disease was appreciated after blood and imaging analysis. However, regrowth within the external auditory canal was noted within merely three weeks after application of the topical steroid. Patient was then given the option for radiotherapy or intralesional steroid injection using Dexamethasone but the patient refused further management.
DISCUSSION
Langerhans cells (LC) are bone marrow derived dendritic antigenpresenting cells that normally reside in the skin, lymph nodes and mucosal lining of various organs. 1 Langerhans cell histiocytosis (LCH) is a clonal proliferation of activated Langerhans cells (LCs) occurring as an isolated lesion or as part of a systemic multifocal proliferation.
2 LCH is more commonly encountered in children and as such, most of the available information about its clinical features, pathogenesis, treatment and prognosis are derived from the pediatric perspective. Myelodysplastic syndrome (MDS) is a group of bone marrow disorders associated with dyplasia of myeloid elements that may present with cutaneous manifestations. Some of these cutaneous manifestations may be in the form of non-specific infections, leukocytoclastic vasculitis (i.e. erythema elevatum diutinum), neutrophilic dermatoses (as in Sweet's syndrome), pyoderma gangrenosum, and leukemia cutis. In recent years, cutaneous LCH have been documented in adults with MDS. 4 To date, this is only the third case of MDS associated with LCH in an adult with a novel presentation in the skin of the external auditory canal. Proposed associations between these two entities range from anomalous cytokine production with concomitant reactive histiocytic reaction to divergent differentiation of hematopoietic stem cells producing proliferations of plasmacytoid dendritic cells and langerhans cells. 5, 6 In 1987, the World Health Organization's Committee on Histiocytic/ Reticulum Cell Proliferations and the Working Group of the Histiocyte Society, established a criteria for the definitive diagnosis of Langerhans cell histiocytosis requiring the identification of Birbeck granules in lesional cells by electron microscopy or demonstration of CD1a antigen expression by immunohistochemistry.
7 Although the detection of Birbeck granules remains the gold standard, in most instances immunohistochemistry provides the basis for diagnosis because of its wide spread utilization in most clinical laboratories. However, it should be noted that CD1a expression is not entirely specific for LCH. CD1a immunoreactivity has been observed in other histiocytic proliferations such as sinus histiocytosis with massive lymphadenopathy, juvenile xanthogranuloma, and histiocytic sarcoma.
7-12 Langerin (CD207) offers an additional marker for the immunohistochemical identification of LCH. Previous studies using immunoelectron microscopy have shown preferential expression of Langerin within Birbeck granules. 13, 14 This suggests that the detection of Langerin immunoreactivity may serve as a surrogate marker for the presence of Birbeck granules without the use of electron microscopy. Data from Dziegiel et al, 15 supports this premise. They observed a strong correlation between Langerin expression and the ultrastructural presence of Birbeck granules in cases of Langerhans cell histiocytosis. In this case, the lesional cells were strongly and diffusely immunoreactive with both CD1a and Langerin.
No standard therapeutic approach has yet been established for adult LCH. Management depends largely on the pattern of disease manifestations and the sites involved. In a large number of adult patients, the initial treatment decision included a 'wait-and-see' approach. 16 While this approach may be reasonable for patients with localized disease that do not impede normal function, a patient presenting with loss of hearing will not be amenable to waiting. The patient in this case was given topical steroids but recurrence was almost immediate. And further management could not be administered given the patients' refusal.
CONCLUSION
In conclusion, Langerhans Cell Histiocytosis should be included in the differential diagnosis of cutaneous eruptions in adult patients with Myelodysplastic Syndrome even in areas without previous documented predilection.
ETHICAL CONSIDERATION
The patient has been lost to follow-up from the social service department.
